Background-An important action of interleukin 8 (IL8) is stimulation of granulocytes. The object of this study was to assess the contribution of IL8 to the leucocyte-endothelial celi interactions associated with intestinal inflammation in the rat. 
Cytokines have been invoked as modulators of immunological and inflammatory reactions associated with inflammatory bowel disease (IBD) . ' The tissue concentrations of several cytokines are increased in IBD. An increased synthesis of interleukin 1 (IL1), IL2 receptor, and IL6 has been shown in the inflamed intestinal mucosa of patients with Crohn's disease and ulcerative colitis.2 IL2 and interferon values are increased in mucosal biopsy specimens from patients with Crohn's disease but not in those with ulcerative colitis,34 whereas ILl 0 mRNA is increased in ulcerative colitis but not in Crohn's disease. 5 Interleukin 8 (IL8) is another cytokine that accumulates in inflamed lesions of patients with activated ulcerative colitis. 6 Recent findings show that IL8 tissue values and the expression of IL8 gene in biopsy samples from patients with IBD is related to the macroscopic and histological grade of active inflammation. 7 8 After appropriate stimulation, IL8 is synthesised mainly by mononuclear phagocytes, however, fibroblasts, epithelial cells, and endothelial cells are all known to produce this powerful cytokine.9-1 In intestinal epithelial cell lines, IL8 synthesis can be stimulated by the inflammatory cytokines ILI and tumour necrosis factor (TNF).12 The biological activity of IL8 is very similar to chemotactic peptides like C5a and f-Met-Leu-Phe.'3 Consequently, a major action of IL8 is activation of neutrophils,14 inducing directional migration, increasing the production of reactive oxygen metabolites, and increasing the expression and level of activation of adhesion molecules.15 16 There are also reports that suggest that the IL8 secreted by activated endothelial cells inhibits the adhesion of neutrophils to activated endothelial monolayers.17 18 Although the published in vitro data suggest that IL8 may exert both pro-inflammatory and anti-inflammatory effects, the limited number of studies that consider IL8 function in vivo suggest that its pro-inflammatory actions dominate. In a rabbit model of lung reperfusion injury a monoclonal antibody against IL8 prevented neutrophil infiltration and tissue injury.19 Mulligan The indomethacin induced increase of leucocyte adhesion in mesenteric venules was accompanied by macroscopic mucosal ulcerations of the small bowel (ulcer index 4.0 (0.5) v 0 in control) and an increase of myeloperoxidase (89.11 (13.0) U/g wet weight v 46.0 (14.0) in control), an index of granulocyte infiltration into the inflamed tissue. While the macroscopic extent of ulceration was not significantly reduced by treatment with either MAb, both the IL8 and CDllb MAbs did blunt the indomethacin induced in Myeloperoxidase activity (Table) .
Discussion
The accumulation of leucocytes in inflamed tissue is preceded by leucocyte adhesion to vascular endothelium. This rate limiting step in the inflammatory response is modulated by a variety of adhesion glycoproteins expressed on the surface of leucocytes and endothelial cells. Several cytokines affect the expression or state of activation of these cell adhesion molecules. For granulocyte-endothelial cell interactions, the synthesis of E-and P-selectin has been shown to be inducible by IL1 and TNF.29-31 Granulocyte-macrophage colony stimulating factor and TNFo induce neutrophils and monocytes to shed L-selectin and simultaneously mobilise intracellular pools of the CD1 lb/CD 18 to the leucocyte surface,32 33 thereby promoting attachment of neutrophils to endothelium.
The role of IL8 in modulating leucocyteendothelial interactions is presently controversial. The IL8 produced by cytokine activated endothelial cells and by neutrophils in itself18 34 
